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PATENT 



1. 



(Twice amei ded) A method of detecting a splicing defect in a human 



dihydropyrimidine dehydrogenase 
genomic DNA encoding the human 
indicated as nucleotide 434 of SEQ 



;ene, comprising determining whether the residue of a human 
dihydropyrimidine dehydrogenase gene at the position 
| p NO: 1 is a G residue or determining whether the residue 
at the position indicated as nucleotic e 434 of SEQ ID NO: 1 is an A residue, wherein said gene 
the substitution of the G residue witl an A residue at said position causes a splicing defect in the 
human dihydropyrimidine dehydrogenase gene. 

2. (Twice amended) The method of claim 1, wherein the method comprises 
the step of amplifying human intronic dihydropyrimidine dehydrogenase genomic DNA to detect 
therein a G residue or an A residue at the position indicated as nucleotide 434 of SEQ ID NO: 1. 

3. (Twice* amended) The method of claim 2, wherein the method comprises 
amplifying the genomic DNAvwith a primer complementary to a subregion of the human 
dihydropyrimidine dehydrogenase genomic nucleotide sequence of SEQ ID NO: 1. 

4. (Twice amended) The method of claim 2, wherein the detecting is by 
digestion of the amplified DNAlwith a restriction endonuclease. 

5. (Twice amended) The method of claim 1, wherein the determining is by 
oligonucleotide array. 



6. (Twice anfended) 
5-fluorouracil, comprising isolati ng 
G residue is the residue of the 



DNA 



A method of screening human patients for sensitivity to 
a genomic DNA from the patient and determining whether a 
at the position indicated as nucleotide 434 of SEQ ID NO: 1. 



7. (Twice amended) The method of claim 6, wherein the method comprises 
the step of amplifying human intronic dihydropyrimidine dehydrogenase genomic DNA from the 
patient and determining if the residue at the position indicated as nucleotide 434 of SEQ ID NO: 
1 is a G residue or determining if the residue at the position indicated as nucleotide 434 of SEQ 
ID NO: 1 is an A residue. 
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8. (Twice amended) The method of claim 7, wherein the method comprises 
amplifying the genomic DNA with k primer complementary to a subregion of the human 
dihydropyrimidine dehydrogenase genomic nucleotide sequence of SEQ ID NO: 1. 

9. (Twice amended) The method of claim 7, wherein the determining is by 
digestion of the amplified DNA with a restriction endonuclease. 

10. (Twice amended) A composition comprising a PCR primer 
complementary to a subregion of a hun|an dihydropyrimidine dehydrogenase intronic genomic 
nucleotide sequence of SEQ ID NO: 1 . 

1 1 . (Twice amended)^ The composition of claim 10, wherein the PCR primer 
is complementary to a subregion of a human dihydropyrimidine dehydrogenase intronic genomic 
nucleotide sequence located within 100 iqicleotides of the position indicated as nucleotide 434 of 
SEQ ID NO: 1. 



15. (Twice amen led) A kit comprising a container, a first PCR primer 



complementary to a subregion of D 
exon encoding amino acids 581-635 



iA 3' of a splice site in the human genomic DNA for an 
of human dihydropyrimidine dehydrogenase, and a second 
PCR primer complementary to a sub "egion of DNA 5' of a splice site in the human genomic 
DNA for an exon encoding amino acids 581-635 of human dihydropyrimidine dehydrogenase, 
wherein at least one of the first or se :ond PCR primers is complementary to a subregion of a 
human dihydropyrimidine dehydrogenase intronic genomic nucleotide sequence of SEQ ID NO: 



1. 

16. (Twice amerfd 
instructions for detecting a G residue 
dehydrogenase genomic DNA at the 



17. (Twice Amend 
restriction endonuclease which cleave 



:d) JThe kit of claim 15, wherein the kit further comprises 
or an A residue in human dihydropyrimidine 
>osition indicated as nucleotide 434 of SEQ ID NO: 1. 



d) The kit of claim 15, wherein the kit further comprises a 
a human dihydropyrimidine dehydrogenase genomic 
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DNA only if the reside at the position indicated as nucleotide 434 of SEQ ID NO: 1 is a G 
residue. 



20. (Amended) The method of claim 2, wherein the method comprises 
amplifying the genomic DNA wmh a primer complementary to a subregion of a human 
dihydropyrimidine dehydrogenase genomic nucleotide sequence located within 100 nucleotides 
of the position indicated as nucleotide 434 of SEQ ID NO: 1 . 

21. (Amended)J The method of claim 4, wherein the restriction endonuclease 
cleaves a Mae II cleavage site. 

22. (Amended) I The method of claim 8, wherein the method comprises 
amplifying the genomic DNA with a primer which is complementary to a subregion of a human 
dihydropyrimidine dehydrogenase genomic nucleotide sequence located within 100 nucleotides 
of the position indicated as nucleotide 434 of SEQ ID NO: 1 . 

23. (Amended) (The method of claim 9, wherein the restriction endonuclease 
cleaves a Mae II cleavage site. 



24. (Amended) 
PCR primers is complementary 
intronic genomic nucleotide sequen 
nucleotide 434 of SEQ ID NO: 1 

25. (Amended) 2i 
cleaves a Mae II cleavage site. 



26. (Amended) A 



e kit of claim 15, wherein at least one of the first or second 
gion of a human dihydropyrimidine dehydrogenase 
e located within 100 nucleotides of the position indicated as 

The kit of claim 17, wherein the restriction endonuclease 



kit comprising a container, a first PCR primer which is 



complementary to a subregion of the DNA sequence of SEQ ID NO: 1 which is 3' of a splice site 
in the human genomic DNA for an e? on encoding amino acids 581-635 of the human 
dihydropyrimidine dehydrogenase, a second PCR primer which is complementary to a subregion 
of DNA of SEQ ID NO: 1 5' of a splice site in the human genomic DNA for an exon encoding 



